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Re Item V 

Reasoned statement with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Reference is made to the following documents: 

D1 : MILLER FRED R ET AL: "Growth Factors in Mouse Mammary Cell Interactions 
in Vitro" ANTICANCER RESEARCH, vol. 14, no. 5A, 1994, pages 2033-2038 

D2: DELVENNE P ET AL: "The organotypic culture of HPV-transformed 
keratinocytes: an effective in vitro model for the development of new 
immunotherapeutic approaches for mucosal (pre) neoplastic lesions" VACCINE 
BUTTERWORTH SCIENTIFIC. GUILDFORD, GB, vol. 19, no. 17-19 21 March 
2001 (2001-03-21), pages 2557-2564 

D3: HASSAN RAFFIT ET AL: "Antitumor activity of SS(dsFv)PE38 and 

SS1(dsFv)PE38, recombinant antimesothelin immunotoxins against human 
gynecologic cancers grown in organotypic culture in vitro." CLINICAL CANCER 
RESEARCH : AN OFFICIAL JOURNAL OF THE AMERICAN ASSOCIATION 
FOR CANCER RESEARCH. NOV 2002, vol. 8, no. 1 1 , November 2002 (2002- 
11), pages 3520-3526 
D4: EICHER S A ET AL: "Evaluation of topical gene therapy for head and neck 
squamous cell carcinoma in an organotypic model." CLINICAL CANCER 
RESEARCH : AN OFFICIAL JOURNAL OF THE AMERICAN ASSOCIATION 
FOR CANCER RESEARCH. OCT 1996, vol. 2, no. 10, October 1996 (1996-10) 
pages 1659-1664 

D5: WO 03/018752 A (WISTAR INST ; HERLYN MEENHARD (US); KALABIS JIRI 
(US)) 6 March 2003 (2003-03-06) 

1. Art. 33(2) PCT 

The subject-matter of claims 1-16 is new in the sense of Article 33(2) PCT. 

2. Art. 33(3) PCT 

The present application does not meet the criteria of Article 33(1) PCT, because the 
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subject-matter of claims 1-16 does not involve an inventive step in the sense of Article 
33(3) PCT. 

Organotypic (raft) cell culture models for testing agents for their effect on a variety of 
different cell types are well known in the art. 

Documents D2-D5 disclose organotypic cultures consisting of fibroblasts grown in collagen 
gels and different cancers cells grown on top or within these matrices. Said models are 
used for evaluating the (therapeutic) effect of different agents. 

Contrary to the argument of the Applicant, that the tissue models described in the prior art 
only utilise tumour cells at a single stage of tumourigenesis , D2 (par 2 2 and p 2562 co 1 
par 3 until p 2563, co 1 , par 1 ) uses tumour cells at different stages of tumourigenesis for ' ' 
organotypic cultures, which are further tested for the effect of a test agent, as described in 
present claim 1: EIL8 (non-tumourigenic), 18-1 1 S3 (tumourigenic after 60 passages in 
tissue culture) and SiHa, CasKi, C4-II (all tumourigenic). 

The subject-matter of claim 1 differs from these known models in that cells from a different 
host are used. 

The problem to be solved by the present invention may therefore be regarded as providing 
a murine organotypic culture model for testing agents. 

The solution, to use murine cells instead of human cells can however not be considered as 
involving an inventive step (Article 33(3) PCT), since the use of murine cells, if a murine 

P~n 0 the ,S ° bViOUS ' ^ P ° Se ^ Pr ° b,emS and is ~ 

Dependent claims 2-15 do not contain any features which, in combination with the features 
of any claim to which they refer, meet the requirements of the PCT in respect of inventive 
step since the corresponding subject-matter is either disclosed in documents D2-D5 or 
routine practice in the art. 

3. Art. 33(4) PCT 

Claims 1-15 are industrially applicable. 
Re Item VIII 

Certain observations on the international application 
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Art. 6 PCT 

The arguments of the Applicant were taken into account. 

1. The use of the terms "model" and "tissue model" in claim 1 leads to a lack of clarity as 
the terms appear to be used interchangeably. 

2. The terms "observing an effect" and "observing the effect" used in claim 1 and claim 
1e) are vague and unclear and leave the reader in doubt as to the meaning of the 
technical features to which they refer, thereby rendering the definition of the subject-matter 
and the scope of said claim unclear, Article 6 PCT. 

3. In view of the definition of the model found at page 10, par 1 , the embodiments 
described in claim 9 and 1 0 seem to contradict claim 1 , especially step a), which adds to 
the confusion as to the precise scope of the claims 1,10 and 11. 
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CLAIMS: 

1. An in vitro method for observing an effect of a test agent on 
a model of a murine tumour, wherein the model represents the 
progression from normal tissue to benign tumour tissue, and from 
benign tumour tissue to malignant tumour tissue, the method 
comprising the steps of: 

a) providing a first synthetic murine living tissue model 
comprising a three-dimensional array of murine fibroblasts in a 
collagen gel and at least a first murine test cell, wherein the 
first test cell is a model of normal tissue; 

b) providing a second synthetic murine living tissue model 
comprising a three-dimensional array of murine fibroblasts in a 
collagen gel and at least a second murine test cell, wherein the 
second test cell is a model of benign tumour tissue; 

c) providing a third synthetic murine living tissue model 
comprising a three-dimensional array of murine fibroblasts in a 
collagen gel and at least a third murine test cell, wherein the 
third test cell is a model of malignant tumour tissue; 

d) contacting the test agent with said living tissue models; and 

e) observing the effect the test agent has on said test cells. 

2 . A method according to claim 1 wherein each model comprises a 
test cell supported on a surface of the array. 

3 . A method according to claim 2 wherein each model comprises a 
plurality of test cells which form a layer supported on a surface of 
the array. 



4 . A method according to claim 1 wherein each model comprises a 
test cell located within the array. 

5 . A method according to any one of claims 1 to 4 wherein the 
fibroblasts and test cells are derived from the same tissue type. 

6. A method according to any one of claims 1 to 5 wherein the 
test cells are epithelial cells. 
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7. A method according to claim 6 wherein the test cells are from 
skin, mammary, lung, or intestinal epithelium. 

8. A method according to claim 7 wherein the second murine test 
cell is an SP-1 cell and the third murine test cell is a T52 Hufos 
cell. 

9. A method according to claim 8 wherein the first murine test 
cell is a BalbMK cell. 

10. A method according to any one of claims 1 to 9 wherein the 
second model comprises a normal test cell and a benign tumour test 
cell. 

11. A method according to any one of claims 1 to 10 wherein the 
third model comprises a normal test cell and a malignant tumour test 
cell . 

12. A method according to any one of the preceding claims wherein 
the test cells are labelled. 

13. A method according to any one of the preceding claims wherein 
the test agent is a chemical agent, pharmaceutical, peptide, protein 
or nucleic acid or radiation. 

14. A method according to any one of claims 1 to 12 wherein the 
test agent is a delivery vehicle for a therapeutic agent. 

15. A method according to any one of the preceding claims 
comprising determining the effect of the test agent on test cell 
number, area, volume, shape, morphology, marker expression or 
chromosomal fragmentation . 

16. A method according to any one of the preceding claims further 
comprising the step of selecting an agent which has a desired effect 
on the test cell. 
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